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Applicant's or agent's file reference 

103364701 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCT/IS A/220) as well as, where applicable, item 5 below. 


International application No. 

PCT/SE 99/01687 


International filing date (dayjmonthjyear) 

24 Sept 1999 


(Earliest) Priority Date (dayjmonthjyear) 

24 Sept 1998 


Applicant 

Diabact AB et al 



This international search report has been prepared by this International Searching Authority and is transmitted to the 
applicant according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of ^ sheets. 

I X I is also accompanied by a copy of each prior art document cited in this report. 



1- I X I Certain claJms were fuund unsearchable (See Box I). 

2. I [ Unity ofinvention is lacking (See Box II). 

3. I I The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 

international search was carried out on the basis of the sequence listing 



□ 
□ 



□ 



filed with the international application. 

furnished by the applicant separately from the international application, 



□ 

transcribed by this Authority. 



but not accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the international application as filed. 



4. With regard to the title, | | ^^^^ is approved as submitted by the applicant. 

I X I the text has been established by this Authority to read as follows; 

Pharmaceutical composition for the treatment 
of acute disorders. 



5. With regard to the abstract, 

X I the text is approved as submitted by the applicant. 



□ 



the text has been established, according to Rule 38.2(b), by this Authority as it appears 
in Box III. The applicant may, within one month from the date of mailing of this inter- 
national search report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 
Figure No. [ [ as suggested by tl^ie applicant. 

I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 



I X I None of the figures. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search rqx>rt has not been established in respea of certain claims under Article I7(2Xa) for the following i 

1- ^ Claims Nos.: 19-21 

because they relate to subject matter not required to be searched by this Authority, namely: 
See extra sheet. 



2. Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



Box II Observations where unity of inventioa is lacking (Contiouation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



I. □ As all required additional search fees were timely paid by the applicant, this intemationaj search report covers all 
searchable claims. 

2* □ ^^li'"^ ^^^^^ ^^^"t effort justifying an additional fee. this Authority did not invite payment 

3. □ As only some of the required additional search fees were timely paid by the applicant this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 



4. □ Norequired additional search fees were timely paid by the applicant Consequently, this intemationaJ search report is 
rcstnaed to the mvention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

I I protest accompanied the payment of additional search fees. 
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International application No. 
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Claims 19-21 relates to methods of treatment of the human or animal body by surgery or by 
therapy/diagnostic methods practised on the human or animal body/ Rule. 39.1.(iv). 
Nevertheless, a search has been executed for these claims. The search has been based on the 
alleged effects of the compound(s)/composition(s). 
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INTERNATIONAL SEARCH REPORT 



Intemaiional application No. 

PCT/SE 99/01687 



A. CLASSIFICATION OF SUBJECT MATTER 



IPC7: A61K 9/16, A61K 31/445 // A61K 31/44. A61K 31/34, A61K 38/16, A61K 31/19 

According to International Patent ClassificaUon (IPC) or lo both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC7: A61K 



Documentation searched other than minimum documentation to the extent that such documents arc included in the fields searched 

SE,DK,FI,NO classes as above 



Electronic data base consulted during the international search (name of daU base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Gtation of document, with indication, where appropriate^ of the relevant passages 



Relevant to claim No. 



EP 0324725 Al (KABIVITRUM AB), 19 July 1989 
(19.07.89) 



Dialog Information Services, File 154, MEDLINE, 

Dialog accession no. 09481986, Medline accession 
no. 98213107, Farrar JT et al: "Oral transmucosal 
fentanyl citrate: randomized, double-blinded, 
placebo-controlled trial for treatment of break- 
through pain in cancer patients"; 
J Natl Cancer Inst (UNITED STATES) Apr 15 1998, 
90 (8) p 611-6, see abstract 



EP 0144243 Al (RECKITT AND COLMAN PRODUCTS 
LIMITED), 12 June 1985 (12.06,85) 



1-21 



16,18 



1-21 



I I Further documents are listed in the continuation of Box C. | )({ See patent family annex. 



* Special categories of cited documcntc 

'A* document defining the general stale of the art which is not considered 

to be of particular relevance 
'E' crlier document but published on or a/lcr the international filing date 
'L' document which may throw doubu on priority claim(5) or which is 

cited to c-rtablish the publication date of another dtabon or other 

special reason (as specified) 

"O' document referring to an oraJ disclosure* use, exhibition or other 
means 

"P' document published prior to the international filing date but later than 
the priority date claimed 



*T" later document published after the intcmationa] filing date or priority 
date and not in conflict wi\h the application but dted lo understand 
the prinapic or theory underlying the invention 

"X" document of particular relevance: the claimed invention cannot be 
. considered novel or cannot be considered to involve an inventive 
step u^en the document is taken alone 

' Y* document of particular relevance: the claimed invcition cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person sldlled in the art 

*&' docummt member of the same patent family 



Date of the actual completion of the international search 



12 January 2Q0Q 



Name and mailing address of the ISA/ 
Swedish Patent Office 
Box 5055. S-102 42 STOCKHOLM 
Facsimile No. + 46 8 666 02 86 



Dale of mailing of the international search report 

2 2-01- 2GQ0 



Authorized officer 



Anneli Jonsson/ELY 

Telephone No. + 46 8 782 25 00 



Form PCT/ISA/2I0 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 

Informaiion on patent family members 



02/12/99 



International application No. 

PCT/SE 99/01687 



Patent document 
cited in search report 



Publication 
date 



EP 0324725 Al 



Patent family 
member(s) 



19/07/89 



AT 
AU 
DE 
DE 
DK 
EP 
FI 
NO 
SE 
WO 
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A 
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05/05/93 


JP 
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13/08/93 


JP 
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JP 
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I International Patent ri5»«,fir^o#;^„ 7 . 1 ' ^-^r^ i i 



(51) International Patent Classification 7 ; 
31/19 ^^'^^ " 



Al 



(11) International Publication Number: 
(43) International Publication Date: 



(21) International Application Number: PCT/SE99/0I687 

(22) International FUing Date: 24 September 1999 (24.09.99) 



(30) Priority Data: 

9803240-2 



24 September 1998 (24.09.98) SE 



(71) Applicant C/or a// designated Stales except US): DIABACT AR 

(SE/SEJ; Box 303. S-751 05 Uppsala (SE). '^"'"'^^^ 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): PETTERSSON An 
ders [SE/SE]; Knaverstad 13060. S-442 97 Kode'fSE) 
NYSTROM, Christcr [SE/SE]; Holmviigcn 22 B. S-756 61 
Uppsala (SE). 

(74) Agents: HANSSON Sven. A. et al.; AB Stockholms Patent- 
byra. Zacco & Bmhn. Box 23101. S-104 35 Stockholm 



WO 00/16750 

30 March 2000 (30.03.00) 



(81) Designated States: AE. AL, AM. AT. AU. AZ BA BB nr 
BR. BY. CA. CH. CN. CR. CU. CZ. DeT'dk DM EE 
ES. FI GB. GD. GE. GH. GM. HR, HU. ID. IL IN 7s ^' 
KE. KG, KP. KR. KZ. LC. LK. LR. LS LT LU LV Md' 
MG. MK. MN. MW. MX, NO. NZ PL PT RO RU 
SE. SG. SI, SK. SL. TJ. Vm. TR. TT TZ UA ' Sg 
UZ. VN, YU. ZA. ZW, ARII^O patent (GH GM KE 

CH. CY. DE. DK. ES, FI, FR. GB, GR, IE. IT LU MC 
NL PT. SE). OAPI patent (BF. BJ. CF. CG CI CM GA 
ON. GW. ML. MR, NE. SN, TD. TG). 

Published 

With international search report. 
With amended claims. 



(54) Title: PHARMACEUTICAL COMPOSITION FOR THE TOEATMENT 
(57) Abstract 



OF ACUTE DISORDERS 



A pharmaceutical composition for the treatment of acute disorders .•<: d^<:rrih^A -n,- ' 
ordered mixture of at least one phannaceutically active a^ in t^e fo™ of composition comprises an essentially water-free 

particles which are substantially larger than the paniciL of acUve a™enf o7La^^^^^^ ^^'^^ ""^^^'^ '° ''"rf«<=« of cairL 
with the bioadhesion and/or mucoadhesion promoting agen T^elr^v^mfnn li . ' ^"'^ essentially water-soluble, in combination 
the use of the composition for the treatment of acute dSrs '° '° ' P^^P^^ng the composition and to 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
103364701/SAH 


FOR FURTHER ACTION See Notification of Transmittal of bitemati^^^^ 

Preliminary Examination Report (Form PCT/IPE A/4 1 6) 


International application No. 
PCT/SE99/01687 


International filing date (day/month/year) 
24 .09. 1999 


Priority date (day/ month/year) 
24.09.1998 


International Patent Classification (IPC) or national classification and IPC7 

A61K 9/16, A61K 31/445//A61K 31/44, A61K 31/34, A 61K 38/16, A61K 
31/19 


Applicant 

Diabact AB et al 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets, including this cover sheet. 



"vTl This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings wiiich have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70, 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
I Pvl Basis of the report 



Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



II 


□ 


III 




IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Certain documents cited 
Certain defects in the international application 
VIII I I Certain observations on the international application 



Date of submission of the demand 
19.04.2000 


Date of completion of this report 
16.01.2001 


Name and mailing address of the IPEA/SE 
Patent- och regis treringsverket Telex 
Box 5055 17978 
S-102 4 2 STOCKHOLM PATOREG-S 

Facsimile No. 08-667 72 88 


Authorized officer 

Henrik Nilsson/EO 
Telephone No. 08-782 25 00 
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INTERiNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/SE99/01687 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[ I the international application as originally filed 

the description: 

pages 1-15 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the claims: 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement) under article 19 

, filed with the demand 



pages 16-11 



, filed with the letter of 11.01.2001 



the drawings: 

pages _1 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or fiomished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
' ' or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
— international aoDlication as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished 

4. 1 I The amendments have resulted in the cancellation of: 
I I the description, pages 
I I the claims, Nos. 
I I the drawings, sheet/fig 



5.n 



This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2 (c)).** 



Replacement sheets which have been furmshed to the receiving Office in response to an invitation under Article J 4 are referred to 
in this report as '^originally filed" and are annexed to this report since thev do not contain amendments (Rules 70. 16 
and 70.1 7). 

Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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III. Noo-establishmcnt of opinion with regard to novelty, inventive step and industrial applicability 



1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I I the entire international application, 
claims Nos. 19-21 



because: 



^ the said international application, or the said claims Nos. 19-21 



relate to the following subject maner which does not require an international preliminary examination (specify): 

See PCT Rule 67.1.(iv).: Methods for treatment of the human or animal body by surgery or 
therapy, as well as diagnostic methods. 



[ I the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningflil opinion could be formed (specify ): 



I I the claims, or said claims Nos. ^° inadequately supported 

by the description that no meaningful opinion could be formed. 

I I no international search report has been established for said claims Nos. 



2. A meaningful international preliminary examination carmot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



I I the written form has not been furnished or does not comply with the standard 

I [ the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) witii regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) Claims j-lB 

Claims NO 

Inventive step (IS) Claims 1-18 

Claims NO 

Industrial applicabilit\' (lA) Claims 1-18 YES 

Claims NO 



2, Citations and explanations (Rule 70.7) 

The invention relates to a pharmaceutical composition for 
sublingual administration in the treatment of acute disorders, 
such as pain or allergic conditions. The composition comprises 
an essentially water-free ^'ordered mixture" of microparticles , 
which are adhered to the surfaces of carrier particles. The 
carrier particles are substantially larger than the 
microparticles , and are essentially water-soluble. The 
composition also comprises a bioadhesion- or a mucoadhesion- 
promoting agent mainly adhered to the surfaces of the carrier 
particles. In one embodiment fentanyl or a pharmaceut ically 
acceptable salt thereof is used as an active agent. 

The International Search revealed the following documents of 
particular relevance : 

A. EP324725 Al 

B. Farrar JT et al . J Natl Cancer Inst 90 (1998), 611-616 
(MEDLINE-abstract) 

C. EP144243 Al 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: V 

Document A discloses an essentially water-free composition 
comprising an ordered mixture of water-soluble particles and 
significantly smaller particles of the active substance. The 
active substance particles adhere to the surface of the 
carrier particles. In the composition disclosed in document A, 
the concentration of active substance is 0.4-5% by weight. The 
active substance particles are smaller than 10 |im in diameter 
and the carrier particles have a diameter of 100-500 ^m. The 
carrier particles consist of mannitol or lactose and therefore 
fragmentize easily when compressed, for instance in the 
manufacture of tablets. The carrier particles also comprise up 
to 25% modified cellulose gum, which functions as disintegrant 
and facilitates dissolution of the carrier particles and 
release of the active substance. However, in the 
pharmaceutical composition disclosed in document A, fentanyl 
is not used as active substance, and the document only 
discloses oral, not sublingual, administration of the 
composition. Furthermore, no surfactant has been used in the 
composition known through document A. Cellulose gum has been 
used in document A, however without disclosing its function as 
a bioadhesion agent. In document A, the cellulose gum is 
evenly distributed in the carrier particles, thus being 
present on the surfaces of the carrier particles as well as 
inside the particles. 



Document B discloses oral transmucosal administration of a 
salt of fentanyl for treatment of acute pain. 

Document C discloses sublingual administration of the 
analgesic substance buprenorphine, which is one active 
substance suggested in the present application. 

None of the documents revealed in the International Search 
relate to sublingual administration of an ordered mixture. 
Furthermore, the documents do not suggest the use of a 
bioadhesion or mucoadhesion agent mainly adhered to the 
surfaces of the carrier particles. Particular advantages, such 
as reduced erratic drug absorption, are obtained by the 
pharmaceutical composition of the present invention. Thus, 
claims 1-18 are considered to fulfil the requirements of 
novelty, inventive step and industrial applicability. 
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